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IN THE CLAIMS : 
1.-29. (Canceled) 

30. (Currently Amended) Monoclonal antibod v lsolat e d antibodi e s for usefe at 
r e cogniz e or modulate BAG3 protein and fragm e nts ther e of charact e riz e d in that 
th e y ar e us e d in one or more of r esearch, diagnostics and therapy for cell death- 
involving diseases, and/or for th e modulation of c e ll survival and/or increasing 
cell death, wherein said antibody recognizes BAG3 protein and inhibits BAGS 
protein activity, and wherein said antibody recognizes at least one BAG3 protein 
fragment in which the amino acid sequence of said fragment consists of a 
sequence said prot e in and fragm e nts b e ing selected fromin the group of p e ptid e 
sequences consisting o fi dentified as SEQ ID NO: 2, 4 , 6, 8, 15, 16, 17 and? 18. 

31. (Currently Amended) The antibodv Antibodi e s according to claim 30 wherein 
said antibody recognizes a peptide in which the amino acid sequence of said 
peptide consists of a sequence having prot ei n and fragm e nts have a homology of 
at least 75%, preferably at least 80% homology, preferably at least 90% 
homology, more preferably at least 95% homology, even more preferably at least 
98% homology to at least one sequence of th e BAG3 prot e in and fragm e nts 
selected fromm the group of sequences consistina o f id e nt i f ie d as SEQ ID NO:-27 
^,6, 8, 15, 16, 17andTl8. 

32. (Currently Amended) The antibod vA nt i bodi e s according to claim 30 for 
increasinq modu l at i ng apoptosis in primary cells. 

33. (Canceled) 

34. (Withdrawn) Isolated polynucleotides encoding the protein and fragments 
according to claim 30. 
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35. (Currently Amended) The antibodv A nt i bodv according to claim 30 selected 
fromiR the group consisting of po l yclona l antibodi e s AC - BAG3 - 1 and AC - BAG3 - 2 
aad-monodonal antibodies from mother clones AC-1 , AC-2, AC-3. AC-4, AC-5, 
AC-6. AC-7, AC-8 arid, AC-9 aga i nst at l e ast on e of th e p e pt i d e sequ e nc e s 
indicat e d as SEQ ID NO: 2, 6, 8, 15, 16, 17^, 18 . 



36. (Currently Amended) The antibod vA ntibodv according to claim 30 which 
is AC 1 d e r i v e d according to c l a i m 35 secreted by the hybridoma mother clone 
AC-1, deposit n° PD02009 deposited on December 17 2002 tho 17/12/2002 at the 
Centre Biotecnologie Avanzate di Geneva. 

37. (Currently Amended) Hybridoma mother clone AC-1. deposit n° PD02009 
deposited on December 17 2002 tho 17/12/2002 at the Centre Biotecnologie 
Avanzate di Geneva for the-production of-the-antibody according to claim 30S§. 

38. (Currently Amended) PegtideMap construct for immunologically generating 
the antibody t o obtain th e ant i bodi e s according to claim 35, said peptide construct 
being a Multiple Antigen Peptide (MAP) construct bem§-selected fromi n the 
group o f MAP constructs consisting of : 

MAP-BAG3-1 : nh2-DRDPLPPGWEIKIDPQ-MAP , comprising SEQ ID 
NO:15 conta i n i ng (SEQ I D NO 15) : 

MAP-BAG3-2: nh2- SSPKSVATEERAAPS-MAP . comprising SEQ ID 
NO:16 contain i ng (SEQ ID NO 16) : 

MAP-BAG3-3: nh2- DKGKKNAGNAEDPHT-MAP , comprising SEQ ID 
NOll Zconta i ning (SEQ ID NO 17)L _and 

MAP-BAG3-4: nh2- NPSSMTDTPGNPAAP-MAP . comprising SEQ ID 
NO:18 contain i ng (SEQ I D NO 18) . 



39. (Withdrawn) Antisense oligonucleotides according to claim 30 having a 
sequence selected in the group of SEQ ID NO: 9, 10, 11. 



40. (Withdrawn) A vector comprising the isolated oligonucleotide/s of claim 39. 
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41. (Withdrawn) An expression vector comprising the isolated oligonucleotide/s 
of claim. 

42. (Withdrawn) A host cell genetically engineered to contain the 
oligonucleotide/s of claim 30. 

43. (Withdrawn) A host cell genetically engineered to contain the 
oligonucleotide/s of claim 39 in operative association with a regulatory sequence 
that controls expression of the oligonucleotide in the host cell. 

44. (Withdrawn) Polynucleotides and corresponding codified peptides indicated 
as SEQ ID NO: 2, 3, 4, 5, 6, 7, 8, 15, 16, 17, 18 and constructs comprising them 
to modulate cell survival and/or death in primary cells. 

45. (Withdrawn) Medical composition modulating the BAG3 expression 
comprising as active principle at least one polynucleotides and polypeptides 
according to claim 44. 

46. (Currently Amended) Composition M e d i cal composit i on modulat i ng th e BAG3 
expr e ss i on comprising a pharmaceuticallv acceptable carrier and as active 
principle at least one antibody according to claim 30. 

47. (Currently Amended) The composition Compos i tion according to claim 46 
wherein said antibody is comprisinq th e monoc l ona l antibody secreted by mother 
clone A C- 1 . deposit n"* PD02009 deposited on December 17 2002 at the Centre 
Biotecnolocie Avanzate di Geneva . 

48. (Canceled) 

49. (Canceled) 

50. (Currently Amended) The composition Compos i t i on according to claim 46 for 
treating diseases characterised bv diminished or defective apoptosis. c ell d e ath - 
involving d i s e ases, and for modulation of co ll surv i val and/or d e ath 

NOTARBARTOLO & GERVAS! AMENDMENT 206,588 

-4- 



PATENT 
Attorney Docket: 206,588 



51 . (Currently Amended) The composition Compos i tion according to claim 46 for 
increasinq modulat i ng apoptosis in primary cells. 

52. (Currently Amended) The composition Composition according to claim 46 for 
treating a disease selected fromm the group consisting of acut e or chron i c tissue 
damag e s, such as h e art, k i dn e y, bra i n or oth e r organ ischa e mia, HIV - re l ated 
damage of brain or oth e r t i ssu e s, sk e l e ta l musc le d i sord e rs, transplantation 
r e j e ction; — chronic — d e gen e rat i v e — disord e rs — such — as — Parkinson's — d i s e ase, 
amyotrophic l at e ra l scl e rosis and oth e rs; and neoplastic disease, preferably 
selected from the group consisting of leukemia and osteosarcoma , and 
autoimmune diseaseand — oth e r dis e as e s — i nvo l v i ng — e xc e ssiv e — or d e f e ct i v e 
apoptosis; tissu e r e pa i r or wound h e aling, treatm e nt of surgical inc i s i ons, and 
u l c e rs, such as stomach or diab e tic u l c e rs . 

53. (Currently Amended) Diagnostic A d i agnostic agent for diagnosing a disease 
characterized by modulation of BAGS protein expression, wherein said agent 
comprises at least one to d e termin e the e xpr e ss i on of BAG3 prot ei n charact e r i z e d 
i n that it conta i ns a monoclona l or po l yc l ona l antibody according to claim 30 . and 
wherein said at least one antibod y and dir e ct e d against th e po l yp e pt i d e 
soquonco s ele ct e d in th e group of SEQ I D NO: ^, 6, 8, 15, 16, 17, 18, pr e f e rab l y 
comprises monoclonal antibody secreted bv the hvbridoma mother clonea s 
def i ned by AC-1 , deposit n° PD02009 deposited on 17 December 2002 at the 
Centre Biotecnologie Avanzate di Geneva . 

54. (Withdrawn) Method for treating cell death-involving diseases and for 
modulating cell survival and/or death comprising the step of administering to a 
subject in need an effective amount of antibodies and antisense oligonucleotides 
according to claim 30. 

55. (Withdrawn) Method for treating cell death-involving diseases and for 
modulating cell survival and/or death comprising the step of administering to a 
subject in need an effective amount of polynucleotides and polypeptides 
according to claim 15. 
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56. (Withdrawn) Method for modulating apoptosis in primary cells comprising the 
step of administering to said cells an effective amount of antibodies and 
antisense oligonucleotides according to claim 30. 

57. (Withdrawn) Method for modulating apoptosis in primary cells comprising the 
step of administering to said cells an effective amount of polynucleotides and 
polypeptides according to claim 44. 

58. (Withdrawn) Method for treating a disease selected in the group of: acute or 
chronic tissue damages, such as heart, kidney, brain or other organ ischaemia, 
HIV- related damage of brain or other tissues, sl<eletal muscle disorders, 
transplantation rejection; chronic degenerative disorders such as Parkinson's 
disease, amyotrophic lateral sclerosis and others; and neoplastic, autoimmune 
and other diseases involving excessive or defective apoptosis; tissue repair or 
wound healing, treatment of surgical incisions, and ulcers, such as stomach or 
diabetic ulcers; said method comprising the step of administering to a subject in 
need an effective amount of antibodies and antisense oligonucleotides according 
to claim 30. 

59. (Withdrawn) Method for treating a disease selected in the group of: acute or 
chronic tissue damages, such as heart, kidney, brain or other organ ischaemia, 
HIV- related damage of brain or other tissues, skeletal muscle disorders, 
transplantation rejection; chronic degenerative disorders such as Parkinson's 
disease, amyotrophic lateral sclerosis and others; and neoplastic, autoimmune 
and other diseases involving excessive or defective apoptosis; tissue repair or 
wound healing, treatment of surgical incisions, and ulcers, such as stomach or 
diabetic ulcers; said method comprising the step of administering to a subject in 
need an effective amount of polynucleotides and polypeptides according to claim 
44. 

60. (Withdrawn) Method for detecting the presence of the nucleotide sequence 
SEQ ID NO: 1 or of the protein SEQ ID NO: 2 or parts of them in a sample, in 
particular at least a part identified as SEQ ID NO: 3, 4, 5, 6, 7, 8, 15, 16, 17, 18; 
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said method comprising the steps of: contacting the sample with a compound 
that binds to and forms a complex with the nucleotide or the protein or parts 
thereof in sufficient conditions to form the complex, and detecting said complex. 

61. (Withdrawn) Method for detecting a compound that binds to the protein SEQ 
ID NO: 2 or parts of it in a sample, in particular at least a part identified as SEQ 
ID NO: 4, 6. 8, 15, 16, 17, 18; said method comprising the steps of: contacting 
the compound with the protein or its part/s in sufficient conditions to form the 
complex compound/protein or its part/s, and detecting said complex. 

62. (Currently Amended) Kit for identification and diagnosis of disease 
characterized by modulation of BAG3 protein expression, said kit comprising one 
or more containers enclosing at least one th e po l yclona l or monoclonal 
antibodv antibodi e s according to claim 30 or functionally e quiva l ents of th e above 
ident i fi e d s e qu e nc e s . 

63. (New) The diagnostic aaent according to claim 53. wherein said disease is 
characterized bv a decrease in BAG3 protein expression and increased 
apoptosis. 

64. (New) The diagnostic agent according to claim 53, wherein said disease is 
selected from the group consisting of acute tissue damage, chronic tissue 
damage. HIV-related tissue damage, transplantation reiection. degenerative 
skeletal muscle disorders and chronic degenerative disorders. 

65. (New) The diagnostic agent according to claim 53. wherein said disease is 
selected from the group consisting of ischemia, such as of the heart, kidney or 
brain, i sch e mia. Parkinson's disease and amyotrophic lateral sclerosis. 

66. (New) The diagnostic agent according to claim 53. wherein said disease is 
characterized by an increase in BAG3 protein expression and decreased or 
defective apoptosis. 
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67. (New) The diagnostic agent according to claim 53. wherein said disease is 
selected from the group consisting of neoplastic disease and autoimmune 
disease. 

68. (New) The diagnostic agent according to claim 53 wherein said disease is 
selected from the group of neoplastic diseases consisting of leukemia and 
osteosarcoma. 

69. (New) The antibody according to claim 30 for use in the treatment of a 
disease characterized by enhanced expression and/or activity of BAGS protein. 

70. (New) The antibody according to claim 30 for use in the treatment of a 
disease characterized by diminished and/or defective apoptosis. 

71. (New) The antibody according to claim 30 for use in the treatment of a 
disease or disorder selected from the group consisting of neoplastic diseaseT and 
autoimmune disease. 

72. (New) The antibody according to claim 30 for use in the treatment of a 
disease selected from the gorup of neoplastic diseases consisting of leukemia 
and osteosarcoma. 
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